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m m ^ 

l2:p-r5t>©-CfcSo $6>ti^l^b<{:i. ro^e^Ji. BikW^n. m^i^^B. 
Xm^^M'mMWM:^'^:^^ ^^^^^^l^Ti^l^^^ (6ilTs TH-PGDSJ 

ii^TV^6„ ^W<^i^«> :^if^-yfii^\cii'omU^m^'^oK 

i ^tix\^^^7!)K r s t x*mi^m(omm^m^jhB-<o±.M-^ 
nmu -^mmmm^m^^ t't^mm:imx:h^o mwi:mm:^^xfii^ 

•hh^ (N. Engl, J. Med, 2001; 344:556-563) » 
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1) mB\^-^h^i>^^^m^x^^^:f)^^mi:)-rmmmf>^^\:^f^^^^ h-pgds 

2 ) H-PGDS i-mmm(Dmm<^ ^^n^v rmm^-^^ ^ :7 7"-v^j-*5v>Th 

4 ) H-PGDS (Dia^JXfiD P^S#:(Z>^^J^S^i-5 t D P^S^i^(D^ 
6 ) H-PGDS m.^fK^'-r ^::^tDP ^^i^^m.-^ ^^X- Itmm.-^ 

mh. :^mmn. mjk.mm':f^:^^^7>'^^'^i^'^^^^ (h-pgds) pi 
m^mmm^h^t^o mmm<Dmm^f^i-i^m tn. m^m^ mmm. mm.m. 

:*:^Mf*. ^^ft©3tjfiL:^7'o;^^^7Vi^:^D-g'^^^ (H-PGDS) 
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^D^^rn (H-PGDs) m.'^\(Dmmi:hmwtir^„ 
■j^^mt. 'm.M.^'fxiTs^ ^yi/^j'^y'D^^mn (h-pgds) Ras^j^s 

1) t b H-PGDS :k:»|Smb 7^:^ x^^^-ix^'^^'^ 
1^ ^z: jo It ^ Jl^S i: Itlfe-r 6 > 

igitt, Twi t Che r'^e';^<^:Wigi:/hPl-*5ttSH-PGDS4BJ:tJ«D 

P^^^i^^mRNA*©^?^.!/^/^©^^^^^^"^^ :7T?fc5o 
ia2fi. :fe^jmJl^fe?fe»-J;5Tw i t Che x'^^7.<n>^^xi^^)mm^ 
n :7 T— i^J^SatJlM^ UTV^SH - P GD S ^fMT^'^W^'h^ . 

4 1*, S B:fef9EtMl^SllJ^ 'V!>>^i^*3JtSH-PGDS*3itJ?DP^ 

|g| 6 ^l-^14fleiia#5^7^/l'-eOH - P G D S <^mR n A^mft^^si^^-fk;^ 
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m 9 «^ :^^ffi!aia^7*>^^J-*3ft h- p g d sm^<^m^^it^7f:-rm^ 

^13tt> Twi tche T-^^:^X<DllQl^-7 9\ZL^?>T:^Vn^VTm 

^ 1 5 1*. ^-^iftjiia^iJi^s HQ L - 7 9 (ommim^^^y^-tmp^mx 

HI 1 6 f*. i^-^l^flSti^t-^^SD P^^^*=t^^<^lll^iEii^:^*r^ii^ 
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^22 immmmmm(Dmmmm (.-^mmm) \^M-r^ hq l - ? 9 (Dnm 
m 2 3 i-±^m^mmu(omMmm i^mmm) \^Mir^ hq l - ? 9 (d^m 

tc) „ 

0 2 7 fi^l'^ttflgM^mt^mJ^^^ (fem^iW) BWA 8 6 8 C*5 

n-PGDSm^K^Mit. Kyyv:^^i/- 1- {3- (IH- 

^ |,^y_^V_5_^,U) If^V-:^:^ (HQL-7 9) . 1-T5 

y_4— {4— [4— ^nn — 6— (2— — P's^^-z^T^ y) — Cl, 3, 
5] MJ Tv^^"— 2— - 3— — :7ji:=/WT5; y } —9, 10 
-i^:t^y-9, 1 Ko-T>'f7'^>'-2-;^>'^:sJ^i^^ (^^x^iJ'n — 

^^yl^) ^ (4-;^/v:7T*'f>'^T^y /) -r:/b7=ary 

i/-2-x<./^*:i/^ (PGD-0 4 2) % b< f«<^Sl@l±fF^$ttSife*yt 

(«nfe<^7KfB«^> 2- (2' — ^^i/^ryy/i-) -5-;^^y/i— 3- 

(4' K^v^-f^'W -r b^yy tJ'Ait^b'^ (PGD-0 16) 
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y ^ji^Y ^ yM. -zTxx^^ ymmaymmmr ^ >^ ; N, N-i;?-<:/i^/v^ 

^u>z^T % y^<or=7J^^j^r % ym. ; e^^^m. v ^/v ^m.^ 
h 7 a^^ji'T^^ t7 Ait, -<yi:^/u hVy f-f\^r ^y"^^ A4^> ^y^^)v b y 

;tf^> mm., mm. mmu. y mm. mk/mm.. mmmmm 

m^^'^. '^=^^y^^. T7^^;\^^y^M.^(O^Wm; y^^^^^ 

:fu^fr^^yi;^:^B^mi^(DtmM<omn. (±) - 3 -^i^^;?/^- 5 - 

( 6 - 1 - ti^^i^jU- 2 - 1 Kn i^oi^ 

;l^r%/) -yi^yh-d^ (BW A8 6 8C) . (+) - (SR) -3- (4 
-y/u:tn^y'^:^:^^^^^'^T^V) -i, 2, 3, 4— x h7 1 Ki3:^7>'W^i^ 
^;l^-Q-^X2\f^ym (7-^M='/^>') . (Z) -7- [ (IR, 2R, 3S, 

5S) -2- FndE-i/^:^>'y [b] ^j^^ai:/- 3 

T^y) -1 0-y/l^t:°-^>'- 3—1' yl-] ^T/iJ'- 5-31 i/^, (Z) -7- 
[ (li?, 2i?, 3S, 5S) -2- (^^'y' Cz>] ^;^-7;c:/-3->r/^:*/J^ 
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RfiTK^^ T/l^'Se/K T/W=3dE^v. /NH^J^i^^ fcKn^i^. Tv'/V;e-=¥i^*fct* 



HJJls 0*U<«>^t2;;^^:/7>'i^:/D^^<*^<^tS^J*s ^ (lA-a) : 
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^ CD 

I) -^'^^ttsr^y-fb-a-^^tj:— iJS^ (i 1 1) x^^ti^:if^i^^>'^'^t^i^'^ 

:*:^^lz:*3tt5®3isKt;'^'feJ (II) 

(A) 
(B) 

#MBS6 1-4 9-^8gj®^*5J:W5l¥2-l 8 0 8 6 2-^§g^»ra«$tuT 

(I I I) X'^^fi^iJJi^^:^mtit. 4.-zfr2^y<:^y [b] ^:e-:7 
^^_3_;{7yu7}?>'^, 5--:fu^^:y:/ [b] 3-:^/V2}?v^. 
6_^n^^<:^y [b] f-:t:7a^:y-S-^/^^>'^. 7 --fn^^i^V [b] 
'^;^:7a:.>'— 3-;i7/V3!l?i^^. 5-:7yU';^a^:/y [b] ^;^:7ct:^- 3 

6-:7/w;^i3^:xy [b] '^;e->'*>'-3-:*/^33?:/^> 
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i/-<:^y Cb] ^:^:7cn^^-3-:^7/v#v^^ 5 -t Kndrv'^:/^^ [b] J-:^ 
-7^>^_3_;5;^^7}?>.^^ 6-t Kn=3f-V-<i^y [b] 'f-:;^ya^:y-Z--^^^^ 
i^m.. 7_t: Kndfv/^^/y [b] ^;^-73ii^-3-;«7/W7}?:/^, 5-T^h=35^ 
i/'^:/^ [b] ^;^7zcV-3-;*/V3i^i^^x -<:/>^ [b] ^:^:7rcV- 3 

5-7{^/u^i/y [b] ^;r:7 3i^^-3-:>&/^>i?>'^. 6 -p«^/i^'^>'>' 
[b] f-^-ya^^^-S-'^^v:^^^^. 5-p« bdE^v^-<:/y' Cb] ^;r:7:nV-3 
-iJ/v-^i^m. 6-;^ ^#v'-<>'y Cb] ^;e-7 3ii^-3-;<;>'^2J?>'^t?fc5o 

t.f\.^(D^;Vi^l^m\^. ^Mt^^^^^s 7-^. 7 5 8-76 3 (1 9 6 
7) . B^IC-fb^i^Se^UO-^, 1067-1072 (1965), J. Chem. Soc (c) 1899- 
1905 (1967) , J. Heterocycle. Chem. 10#> 679-681 (1973) > J. Heterocyclic Chem. 
19#ai31-1136(1982),J. MeA Chem. 29^.1637-1643 (1986) |B^<^):*-^Je:2p C 

— (III) •V7ri^f\^^:^f^'^^>y^(om^^'^W^W-h\±. -^^^rt^W.^^^ 

jfi^im m^^. mm. mm. mm) . mmim m^^. #'^^u< 

1787M(1978);Synthesis 852-854(1986) ; mmmt^m22mn5M (1992) ) 

h/i^^:/. =3r>'W>') . /^^yWk^<b7K^m^lS^ (Mx.(i> 
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-r^m^n m^.^. i^iy^xi^^i^jv')j;v'^^j^>(^Y (dco . i-^^^/v 

*ISI^<Z)^iimWi5tik^^n;^i?;/7>'i>>^D'^^#m (H-PGD 
P G D S ffi.^JXf*"^ci >^ >i;*:/D^^#:<^J&^:0^ b^i" 5 r i: t>-e 

lO^50HlWM^^^ffll^tbmPCT/JPOO/O6 9 6 3 (WO 0 1/ 
2 4 6 2 7) iziPBiT^^tlTV^So ^©^<t::65;2|s:B^^#(D— IfP^^^So 
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M 

wo 0 1/2 4 6 2 7■^^^:^^^tl.-cv^§:fe■^fe^c^o-c5tiLS§My^^;^^^'t/ 

t h3^|&(?5mRNAd='b^iSbfcicDNA7-r:/7y— 7y bH-PG 
DS^lt-feT-t^^cDNA (Cell 90:1085-10975,1997; GenBank Accession No. 
D82071) ^SrTT'n— :^bTt fH— PGDS<??cDNA (Etir. J. Biochem. 
267 : 3315-3322, 2000 ; GenBank Accession No. NM-014485) Srt^'n— ^-^-^bfCo 
^^31^^^ — p CAGGS (Gene 108: 193-199 (1991)) 03^ ni/i/|fP<& 

(Sal I/Not I) JSlt: hH-PGDS<?5cDNA'Sr#70^'o*U #A 

H-PGDScDNA(^JigKlJ:WbT*5t)s •^!>;^<D^fe#:l-^A$^S - 
tb^,<D^i^y»i^— *5 itJ^T^n^—t^— <^)#ffil3: J; 19 H-P GD SmRNA^:*: 

(National Institute of Health Animal Genetic Resource J; >9 A^) <^ 
^Ht^PlJli^UfCo jt^^#A^*t^Ptt^ifel-t^&o-CiS^©^PWt-^U. -10^*: 
'^ir^^^-^W^^^f-o #e>nfc-=ri>:^OJlgP;d^bDNA^ttttlU ^Ait^ 

aa3SM2 

jfeiftL:^^p;^^^7Vv^>^r)^5fe^^fe-=F-»:=ti (H -PGDS KO) — 
2 00 2¥l>^ 2 8 0l::|ill^^tLfc^i#M2 0 0 2-1 8 6 6 6 -^l^iS:^ $ ttT 

i45j^<D-^!j7;^H-PGDSit^^<^^^^^I I (H-PGDS(7?^e®^IR 

J^7Kb_tSS^J:^/w<;^i>-i'>'u;^<z>i^^^i^>';^^^— ^5t^^^ (HSV- t k 
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mu^nm^i^y). ^^^^(DmmKsmm d. 2x10' ^) iz^-^T 

r h 2 0 m^O 4 18 *3 J:tJ«:«f u }f;v^^m 

\z.mn bXSl^ 7 0 r^it* G 4 1 8 *3 J;t)«;«f ^/ViJ' n lf/McB14Sr^-r= o 

'IBfls:i:«l<?5«^^^C5 7BL/6m-^l>;^i:^^ia$'e:"C^'f^ (Fi ) 

m^o ^HbOFi •^!?;^:&=>6>s iMf^'i^^Hi/ b5^-*fJ-J:t) 2f»^fe^4so— 

(F2 ) -^l>^^#fc„ 

r^bFa -^l^^^iO^bx f"9*Vy^t35/ b:9-^ffl-i'9 2i^m^^(D 

mmmi 

Galactosylceramidas e:XM3E"C*)5k hKrabbe??! 
©•=ex/^'^!5'-^Tw i t c h e r (Kobayashi T, et al. , Brain Res. , 
202:479-483, 1980; Duchen LW. et al. , Brain, 103:695-710, 1980; Sakai N. 
et al., J. Neurochem., 66:1118-1124, 1996; Taniike E et al. , J. 
Neuropathol. Exp. Neurol., 58:644-653, 1999) 5|rfflV>T> ^^s^(D&tMiz: X 
5H-PGDStD P^^W.(Dm.R NA(Dmt^. ^fi6^R T - P 
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t h 0^^m^tm(D'ey'/Wh 5 S E.f^m^^^-^ ^ ^ dchikawa 
M., et al.. Cell Immunol., 191:97-104, 1999; Bernhard Hemmer, et al. , 
Nature Review Neuroscience, 3:291-301, 2002) ^^::^3V^•rt>. ^ft6^RT-P 
CR^fet- J: D Sa^UfcH- P GD S i: D P^^^*:<^)inRNA©|S^»{ix M^. 

^^mi^^fe^^- j;5m^Ti*x H- p GD s 5 p ^ y Tmi^tmM<om 

m. 

^'^^fB&K^^ (Stab wound) ^7*/^ (Salhia B, et al. , 
Brain Res., 888:87-97, 2000; Asahi M. , et al. , J. Neurosci. , 21:7724- 
7732, 2001; Garcia de Yebenes E. , et al. , J. Neurochem. , 73:812-820, 
1999) ^fflV>Tx Jig«^l!:*3»tSH-PGDSi:DP^^<^s:<Z)mRNA(D^mtr 

n-!f]} TJiWliaT JiG F A P i: D P ^^i/^(D^W^^^^ ZLflh <O^M.\±^^<^ 
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BW<DmM^1^'B^i^^<^^^ (^/^i/;??.://!^— ) Oiittl^ (Kakimura Y, 
etal.. Nature Medicine, 4:1078-1080, 1998) J;oT^»>fb:bfc„ ^^^2 

Tw i t c h e r-r^^y^lC, H-P GD S|a$i^J"t?*)5HQ L- 7 9 (4-^ 
^-Xt: Ky/V-:^^i^-l- (3- (1 b 7 ^y^/i— 5 -^/V) -T^ntf 

H-PGDSPl.$3^jT'fc^HQL-7 9 % 3 0 m g/k g ©^fi"T?. 
^4-;tSl^KBUd=>b4 0^. -^e7;^t-^P^-%--t"6i:> Stab wound 

stab wound DP^^flsM^^TfeSBW A8 

6 8C ( (±) — 3— 5— (6— ;!&/V^'^">^=^'>'>'l') —1 — 
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( 2 - ViJ^ p^df-i^/V- 2-1: VJ^^/VT ^ / ) t: i5^^^ :/Srlt^©^ 

Stab wound^x/wi>;=^lc:^5:/o;^i?i5^7i^i^i^D^^^^£*^ 
^-t?fe§BW A8 6 8 Cfe5V^f*7-^ ( (+) - (3R) -3- (4 

m(DmM^(D^^mWiM^mm\^fCo BW as esc (Img/kg) ^flll« 

(3 0mg/kg) ^mmsi^m'^irsxxj^iummai^-^-f-^t 

stab wound ^rMZ-M-T^I^P^^i^i^MX-^^ 

^©3i^m^ ^^-f-^vi^'^ (lOmg/kg) <^agS^^iSl^^air*3J:TJ«l 

mM^mMi^ntco -^tL^f-r^vi^i^ ciomg/kg) r*ip®3^ra*3j:tj«i 

0^(?5m«3iejJ:J:oT%femo?iWSr«]$iJbfc (|gl2 4#fi?J „ $6>i::^SMfe 

^6«J^^-^3v^-cl^^^/7^^^^m^-r^©S4-:^^fe^-<k'=>"Ct> stab w o u 

j^litfiSJ 1 -Cf^^ b;fe t h H- P GD S:*:SI§3S h 7 v^^^— y :^ *->ffi 
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GDS KO) -^^7:^^ iH^^^^W) SrfflV^fcStab wound ^x/l^T? 

mWLXhotl (^1 7*3j:tJ?|l|2 6#fig) o 

— DP^^{i|25ife^:$^ffi (DPR KO) (Matsuoka T, et al. , 

Science, 17 ; 287 (5460) : 2013-2017, 2000) Sr^^fcStab wound^T* 

/ux-it.mmu^x<D^mmm7!)m^m-^^^\^ii^^xmw^xh^ti (S2 6# 
m) o 

;45:^PJf2:#55tlfiLS^:7'n>?.i$':/7>'i^>'D'a-^^^ (H-PGDS) 

i?^7:/v;*:^D'^^^ (h-pgds) m^J*3<fctJ«/*fc(*:7'n>«;>?>5^7:/ 

}i(r>mu^^mn. fcsv^«. ^mm. i^-rm^f^}^<o'&Mmw^ 
yjitmm. ®^Am> i^^m. t>b<ji#c«5^j. ^^y^ 
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:^mm\^^^^itMMm.-:^^:^^i!^v>'^>^'^^^^ (H-PGDS) P£#^i 

HO. 0 1-1 0 Omgs 0*U<f*O. 01~50ing. ct'90*b<tiO. 
0 1~3 0mg. #^i^nS#<^m^> <*:mikgfefc!9> IBO. 0 0 1-10 
Omg. 0*b<«O. 001-5mg. <k?)«^*b<Ji0. OOl-SmgS: 
^■^-rSo r^^i~4lH]l2:^9-fiib-C^-^i-^{^J:v\ 



^ (I) T^^^tT.Sfb-a-^J 10 «ig 

9 0 mg 

so mg 

CMC— Na 1 5 mg 

y^T-rVt^^'^^^''^'^-^ 5 mg 

15 0 mg 

^ (I) xmi^^Mi^:^^^ ^^ft-t/up-:^. CMC-Na 
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5 0 m g Sr-^tP^-M^Jfi^^^ J: 5 t^l^ati-S : 
^ (I) l?^^$tLSik'^'^ 5 Omg 

•ThV tP^'^f^'^^^^^^^^^^^^^ 5 Omg 



^ (I) 'X^t>%MKC^^ 10 Omg 

mmwrn.^')-^^) k 1 o 0 om 1 
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